In this edition of Cardiovascular Drugs and Therapy, Origasa and colleagues describe the rationale and design of the MAGIC Study, a large Japanese cohort study designed to assess the frequency of gastrointestinal complications associated with low-dose aspirin therapy [1] . Bleeding, particularly from the gastrointestinal tract is the most important adverse effect of aspirin but its frequency and consequences have not been well studied. In most large scale randomised trials the focus has been on the potential benefits with less rigorous assessment of the negative consequences of therapy.
The MAGIC study involves an intensive one year follow-up of 1533 patients with a variety of cardiovascular conditions recruited from throughout Japan. They will have been taking low-dose aspirin in a dose of 81-325 mg/day for at least one month prior to entry. Each patient will undergo endoscopy at entry and after 12 months treatment and any occurrence of significant gastrointestinal bleeding will be investigated.
The study will improve understanding of the effect of chronic low-dose aspirin therapy on gastric mucosa. The study will also be able to relate gastric mucosal injury to dose and measure the frequency of clinical evident bleeding over 12 months. In previous studies where bleeding has been carefully documented its incidence has been surprisingly high [2] [3] [4] [5] and it will be interesting to establish if this study confirms these observations. The investigators are also planning to assess any differences between a variety of subgroups based on such factors as the presence or absence of H. pylori infection or co-prescription of anti-secretory drugs (e.g. proton pump inhibitors). Whether or not these agents should be routinely prescribed with low-dose aspirin therapy (or restricted to those with a past history of gastrointestinal pathology) is debatable. Demonstration that these agents effectively reduced the adverse effects of aspirin on gastric mucosa would inform this debate.
However, there are potential limitations to the MAGIC study which are also inherent in its design. Firstly all of the patients will have had at least one month of prior aspirin therapy. Consequently the cohort will be made up of 'survivors' on aspirin therapy and therefore may underestimate the true risk. The lack of a control group taking either placebo or an alternative anti-platelet drug will also limit the conclusions that can be drawn, as will the modest number of subjects included which may impact on the reliability of the subgroup analyses Most importantly however, the MAGIC study will provide only limited insights into the clinical significance of these adverse gastrointestinal effects, particularly the extent to which these may negate the benefits of aspirin. This is a question of key importance to clinicians and one which has not been adequately addressed by the reported trials which have mainly focussed on quantifying effects on myocardial infarction and stroke. In patients in whom aspirin is used for secondary prevention the underlying risk is sufficiently high that the benefits are likely to outweigh risks in most clinical settings. However in primary prevention where the risk benefit balance is more finely balanced this question is of greater importance [6] [7] [8] [9] [10] .
In the elderly the trade-off between risks and benefits is probably even more important because gastrointestinal bleeding in patients receiving aspirin increases sharply with age [11] . It is likely that overt gastrointestinal bleeding is only one end of a spectrum and in others bleeding may be slow or intermittent (and subclinical) leading to chronic anaemia and impaired quality of life.
An important focus of current clinical research is the development of 'composite' measures which can inform clinicians whether there is net benefit or net harm from prescribing long term preventive therapy. The US/Australian ASPREE trial of low-dose aspirin versus placebo is one such study [12] . This study of 19,000 apparently healthy subjects aged 70 years and over has the single primary endpoint of 'disability-free survival' which may be influenced positively by a reduction in heart disease, stroke or cancer but negatively impacted by bleeding, anaemia or other adverse effects. ASPREE will clarify the impact of bleeding in the context of the benefits of aspirin and provide clear guidance to physicians about where the balance of risks and benefits lies in the elderly.
In summary the inclusion of endoscopy in the MAGIC study will provide useful information on the effects of chronic low-dose aspirin therapy on the gastric mucosa. This information will add to that provided by other ongoing studies to clarify how much of the benefit of this therapy is offset by adverse effects resulting from gastrointestinal irritation.
